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journal homepage: www.elsevier .com/locate/rmedLETTER TO THE EDITORReply to letter of Drs Castro-Rodriguez
and RodrigoWe thank Drs Castro-Rodriguez and Rodrigo for their valu-
able comments regarding our article. Although we are aware
of the analyses presented by drs Castro-Rodriguez and
Rodrigo in their systematic review supporting their notion
that clinical and statistical heterogeneity was limited, we
came to a different opinion about the degree of clinical and
statistical heterogeneity of the studies they reviewed.1
There is consensus in the scientific community that
preschool wheeze constitutes a heterogeneous group of
syndromes, with different clinical phenotypes, different risk
factors, and different outcomes.2 If young children with
wheezing are being recruited into clinical trials without
a detailed description of wheezing pattern and other clin-
ical, functional, and inflammatory parameters, which is the
case in the majority of studies included in the meta-anal-
ysis,1 then clinical heterogeneity is inevitable. As drs Castro-
Rodriguez and Rodrigo confirm, two of the most commonly
used end points of studies in their meta-analysis, symptom
scores and rescue bronchodilator use, showed considerable
statistical heterogeneity. These observations led us to
describe the degree of clinical and statistical heterogeneity
in their meta-analysis as “high”. Perhaps another descriptor
of the degree of heterogeneity may have been more
appropriate, such as “considerable” or “a certain”. In our
opinion, our results, with a lower prevalence of wheeze
exacerbations than in other studies, and a much higher
number needed to treat to prevent one such exacerbation,
illustrate that clinical heterogeneity is important in studies
of children with preschool wheeze. This reinforces our
suggestion that researchers should describe the clinical,DOI of original articles: 10.1016/j.rmed.2012.10.010, 10.1016/
j.rmed.2011.07.017.
0954-6111/$ - see front matter ª 2012 Elsevier Ltd. All rights reserved
doi:http://dx.doi.org/10.1016/j.rmed.2011.12.023functional, and inflammatory characteristics of children
with preschool wheeze as clearly and comprehensively as
possible to improve comparison between study results.
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